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DECLARATION Under 37 CFR 1*132 



"I; Catherine DACQUET, a citizen of France, of 116, rue Charles Le Bon, 59650 Vilteneuve 
d'Ascq, France, declare and say that : 

I am research project leader ; "at the Les Laboratoires Servier, Parrs, My Interest of 
Investigation consists of drug discovery research. I refer to my CV for an extensive 
overview of my backgrounds and qualifications, of which a copy is attached as Annex J. 

I am the co-inventor of US Patent Application Serial n° 10/530,771 filed April 7. 2005 
concerning "Association between a ligand of peroxisome proliferators activated receptors 
and ah antioxidant agent and pharmaceutical compositions containing them". . 

lam thoroughly famHiar with the above-mentioned patent application and fully support the 
pharmacological l and chemical data contained therein which were performed either by me 
of under my supervision. I also fully support the conclusions derived and the Arguments 
presented as concerns the therapeutic interest and utility of the associations described. 

TWo additional exaiT^les with regard to US Patent application p° 10/530,771 of association 
of 1) a mixed PPARo/y ligand or a PPARq and a PPARy ligand with 2) an antioxidant 
agent demonstrate the surprising effect of the associations according to the invention : 

Common protocol t<> the two flowing examples : 

Male C57 Black 6 pb/ob mice from a to 12 weeks bid were used. After being placed in ; 
quarantine for one week, they were weighed and then randomised as a function pf their 
weight arid 6 homogeneous groups (starting weights not significantly drffenent) were 
formed After being weighed, the various compounds under test were injected by the 
intraperitoneal route once a» <3ay for 7 days. The compounds were injected inrar solution of 
DMSO $ % I Soiutol 1*5 °/o / qsp H20 heated at 65°C to ensure good dissolution; In 
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addition, the solution was pre-heated before injection. The mice were weighed every day 
and the weight obtained after 7 days of treatment was recorded. ['*'}' 

Example 1: ''7"'-'" \' .-«p 

: A reduction of 30 % is observed in the weight gain of mice treated with the assotiatfon 
compnsing;2^thoxy-3^442^6-[(hydroxyim^^ 

3(2W)-yl)ethoxy]phenyl}propanoic acid which is a PPARa/y ligand and coenzyme Qio. 
whereas coenzyme Q«, administered on its own does hot reduce tiie weight gain and ^2- 
ethoxy-3K4-r2^6^(hydroxyimino)(pheny^ 

yl)ethoxyJphenyl}propanoic acid administered on its own reduces the weight aambv only* 
10 %. 

Example 2 : .'.'7 ,'...7.7 7?;' ' ■ ' 

The results' obtained with; the association of fenofibrate which is a PPARa ligand + 
rosiglitazone which is a PPARy ligand + coenzyme Q 10 are indicated below' and are 
expressed as the percentage weight change with respect to the control (corresponding to 
mice treated with the injection solvent for 7 days) : 




I Control 

I PPARy 10 mg/kg 
ICoQ 10 mg/kg 

KZ8PPARy/CoQ 

I PPARy/RPARo/CoQ 



Therefore^ the results obtained from examples 1 and 2 clearly show : - 

- that the association enables the weight of obese mice to be reduced 
significantly, 

* that there exists a synergy between the 2 or 3 components of the 

:,. ; ^association, the weight loss found being much greater in the case Of the 

; ; association than in the case of each component administered on. its own, . 



The following data cbrrespohd to quantitative data of example A in the description of the 
US patent n* . 10/530^771 We. observe that the weight of obese mice js reduced of 2.66g 
between mice treated with PPARy (6.52g */-0.91) and mice treated with PPARy + 
coenzyme Qto (3.86g +/-0.36). Thus in view of these quantitative data, the weight loss is 
Jess or equal to 2.5 grams in accordance with the previous argument. 

Control : 2.86 +/- 0.38 (n=8) ■ : .,- r . ..' , 

PPARy (Rosigli$azone)10 mg/kg 6.52 +/-0J91 (n= 7) 
CoQio mg/kg 2 ; 98 ^ 0.18 (n=8) 
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. : : • •.. 




I Control 

iPPARy lOmg/kg 
BSCoQIOmg/kg 

K^PPARy/Cob 

OH PPARy/PPARcx/CoQ 



the association*; of a mixed PPARo/y ligand or a PPARcf Ugand and a PPARy ligand 
combined With .an antibxydant disclosed In :the invention 4iaV.surprfe.ing. properties in the 
treatment or preyentioii of obesity. Indeed, the associations enable the weight to be 
reduced significantly and allow a synergy between the 2 Or- 3 components of the 
association since the Weight loss found being much greater, in the case of the association 
than in the case of each component administered on its owri. These surorising properties 
of these assentations are confirmed and supported by the above comparative triate} 

i Vuntier decjafe that all statements made herein of my own knowledge are true and that all 
statements made on infojmatioii and belief are believed to be true, and further that these 
statements were made witrrthe knowledge that wilful false statements and the like so 
made are punishable by fine or imprisonment or both, undersection 1 001 of the title 18 of 
the United Stated Code and that such wilful false statements may jeopardize the validity of 
'the application or any patent issued thereon. ; = ''•-= 

: Further declarant sayeth not * 
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Cellular Pharmacology in 1993 as a team leader where she was] in charsje of the 
screening of new compounds. She carried out assays development, tjast standardization 
using binding technology and several cellular systems. She then moyed to the ^ External 
Therapeutic Division in 1999 as a research project leader where she wjas in charge of the 
coordination of PPAR Research Project mainly focused to built a scientific network in 
partnerships with internal and external collaborations. She continue ithis project on the 
Division of Mfetabdlic Disease since 2004 managing the in vitro and in yivo ph^rrriacology. 
Prior to jpinifig Servier, Catherine Dacquet was head of the laboratory of Pt)Bttf$c0logy 
in Inriothera, pharmaceutical industry specialized in the research of new molecules in the 
field of phtebblpgia. She had the responsibility of managing the drugj discovery and the 
advanced projects to identify drugs for the treatment venous insufficiency. 
She obtained her PharmD from the University of Bordeaux in 1984 arjid her PhD in 1988 
with a: thesis on the mechanism of the calcium antagonists on v^cularj voHageHdeperident 
: :c»ldurr»\efNannel$v -yj- - , • -v-' ■ -P- ' 

1 Speddintg M, Ouvry C, MUlan M, Wurtmap R, Duhault J & Dacquet C[ , > ■>•; 
Neural cohtrol of dieting. v , , ' m *\*:*- m 
Nature, (1996) t 380, 488-489. v • ;•>-•/'• 
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;NeurophaiWi^0ology.- 2001 Mar;40(3):334-44. ^ A 4k : * • • - ; - ,r ' • ■ - 

3 Carmo^ Bross A, Desbazfille M; Dacquet C, 
Renard P; Casteilla L % Penicaud L; 

Fenofibrate prevents Rosiglltazone-induced body weight gain in ob/ob 
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Mol Cell Endocrinol. 2005 Jun 15:237(1 -2): 11-23. 
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won HTTOTm?R AmnM See Notation of Transmittal of International 
^ K ACTION Preliminary Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 
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International filing date (day/montli/year) 
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Priority date [day/month/year) 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



I 1 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
1 — 1 amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of submission of the demand 
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Date of completion of this report 

20 December 2004 (20.12.2004) 


Name and mailing address of the IPEA/EP 

Facsimile No. 1 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/FR2003/002986 



L Basis of the report 



I 1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 1-9 



, as originally filed 

, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 



1-25 



pages 



, as originally filed 

_ , as amended (together with any statement under Article 19 
, filed with the demand 



□ 



m9 filed with the letter of 



the drawings: 

pages 

pages 



^ , as originally filed 
, filed with the demand 



_ , filed with the letter of 



I I the sequence listing part of the description: 



pages 
pages 



, as originally filed 

m , filed with the demand 



m , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
I the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

D * e language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 

I — | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I — | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

Hie amendments have resulted in the cancellation of: 
I] the description, pages 

□ the claims, Nos. , 

H] the drawings, sheets/fig 

5. n ™ s report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
j2£ JSP 0 * as "ort&naUy filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
ana /U.J 7). 1 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-5, 7-15 



1-25 



1-25 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

Reference is made to the following documents cited 
in the search report. The numbering given below will be 
used throughout the rest of the procedure: 

Dl: WO 02/34259 A (FOURNIER LABORATORIES IRELAND) 2 

May 2002 (2002-05-02) 
D2: WO 97/28149 A (MERCK) 7 August 1997 (1997-08-07) 
D3: WO 02/064549 A (PFIZER PRODUCTS) 22 August 2002 
(2002-08-22) 

D4: WO 02/060388 A (MERCK) 8' August 2002 (2002-08- 
08) 

D5: WO 02/064094 A (MERCK) 22 August 2002 (2002-08- 
22) 



The relevant passages are those cited in the search 



report 



1. Prior art: 



Document Dl describes compositions comprising an 
agonist of PPAR alpha or gamma such as a 
thiazolidinedione in combination with a benzoquinone 
(coenzyme Q10) . 



Form PCT/EPEA/409 (BoxV) (January 1994) 
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International application No. 
PCT/FR 03/02986 



Document D2 describes compositions comprising an 
agonist of PPAR delta having an affinity for the 
alpha and gamma sub-types, in combination with 
vitamin C or E. 

Document D3 describes compositions comprising an 
agonist of PPAR alpha, optionally in combination 
with an antioxidant agent for treating obesity and 
diabetes . 

Document D4 describes compositions comprising 
ligands for PPAR gamma and alpha, optionally in 
combination with rosiglitazone and an ant ioxidi zing 
agent for treating obesity and diabetes. 

Document D5 describes compositions comprising 
ligands for PPAR gamma and alpha, optionally in 
combination with an antioxidant agent for treating 
obesity and diabetes. 

2. Novelty: 

Claims 1-5 and 7-15 are not novel over documents Dl 
to D5. 

3 . Inventive step : 

The use of ligands for PPAR in association with an 
antioxidant agent for treating obesity is known (see 
Dl to D5) . The selection of a group of patients 
having a predetermined body weight index, or 
patients whose obesity is due to a treatment such as 
for diabetes, is not considered inventive. 
Therefore, the subject matter of claims 16-25 is not 
inventive . 
Form PCT/IPEA/409 (BoxV) (January 1994) 



